Previous studies have shown that activation of p38 mitogen-activating kinase (MAPK) in spinal microglia participates in the generation of inflammatory and neuropathic pain in various rodent models. However, these studies focused on male mice to avoid confounding effects of the estrous cycle of females. Recent studies have shown that some spinal pro-inflammatory signaling such as Toll-like receptor 4-mediated signaling contributes to pain hypersensitivity only in male mice. In this study we investigated the distinct role of spinal p38 in inflammatory and neuropathic pain using a highly selective p38 inhibitor skepinone. Intrathecal injection of skepinone prevented formalin induced inflammatory pain in male but not female mice. Furthermore, intrathecal skepinone reduced chronic constriction injury (CCI) induced neuropathic pain (mechanical allodynia) in male mice on CCI-day 7 but not CCI-day 21. This male-dependent inhibition of neuropathic pain also occurred in rats following intrathecal skepinone. Nerve injury induced spinal p38 activation (phosphorylation) in CX3CR1-GFP + microglia on CCI-day 7, and this activation was more prominent in male mice. In contrast, CCI induced comparable microgliosis and expression of the microglial markers CX3CR1 and IBA-1 in both sexes. Notably, intraperitoneal or local perineural administration of skepinone inhibited CCI-induced mechanical allodynia in both sexes of mice. Finally, skepinone only reduced the frequency of spontaneous excitatory postsynaptic currents (sEPSCs) in lamina IIo neurons of spinal cord slices of males 7 days post CCI. Therefore, the sex-specific p38 activation and signaling is confined to the spinal cord in inflammatory and neuropathic pain conditions.
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Introduction
Chronic pain conditions are not evenly distributed through the population but occur more frequently in the elderly and in women (Pleis et al., 2010) . Of particular concern, women are more sensitive to painful stimuli than their male counterparts and are more often undertreated for their pain (Mogil, 2012) . Despite the increased incidence of chronic pain in women and the fact that clinical trials must incorporate woman into trial design, the vast majority of basic science research uses male subjects exclusively (Mogil and Chanda, 2005) citing that gender differences may be attributable to higher order social factors; factors that are difficult to study in animal models.
Microglial cells in the spinal cord are known to play a role in the development of chronic pain (Tsuda et al., 2005; Ji et al., 2013; Milligan and Watkins, 2009; Calvo and Bennett, 2012) . In male rodents, inhibition of spinal microglial activation with minocycline can attenuate the early-phase development of neuropathic pain as well as inflammatory pain in rodents (Cho et al., 2006; Ledeboer et al., 2005; Berta et al., 2014; Hua et al., 2005) . In females, minocycline is ineffective in reducing pain behavior following spared nerve injury (Sorge et al., 2015) , yet effective following spinal cord injury (Chen et al., 2012) . Recently, minocycline was also shown to reduce the maintenance phase of cancer pain in female Wistar rats (Yang et al., 2015) . Thus, the contribution of microglial activation in females may be model dependent.
Previous studies from our lab and many other labs show that activation of p38 mitogen-activated protein kinase (MAPK) in
